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Curative treatments for Alzheimer’s disease (AD) are yet still under development. However, the importance of
earlier diagnosis and intervention has been intensified along with the recent outcomes of disease-modifying clinical
trials. The accumulation of cerebral amyloid B (Ap), which is the earliest pathological hallmark, is known to start
decades before the onset of the dementia stage (Bateman et al., 2012; Morris, 2005; Villemagne et al., 2013).
Therefore, accurate detection of the cerebral AB burden is very important for the early detection of individuals at risk
for AD. However, currently available established methods are only amyloid-PET and CSF testing, which are invasive
and/or costly. Thus, there are strong needs for blood-based biomarkers. Despite there have been a lot of investigations
for blood-based AP markers, most studies failed to demonstrate clinical utility as individual-level biomarkers
(Rembach et al., 2014; Swaminathan et al., 2014; Lovheim et al., 2017).

Recently, we, a research team of National Center for Geriatrics and Gerontology (NCGG) and Koichi Tanaka Mass
Spectrometry Research Laboratory at Shimadzu Corporation (Shimadzu-Tanaka lab.), have reported that the ratio of
plasma AB1-42 and APP669-711 concentration, which were measured by immunoprecipitation followed by mass
spectrometry (IP-MS) methodology, could predict cerebral AB deposition with more than 90% sensitivity and
accuracy (Kaneko et al., 2014). Therefore, the objective of this multi-center research project is to evaluate the
scientific validity and feasibility of plasma biomarkers measured by IP-MS for clinical application in the near future.
The project team consisted of NCGG, Tokyo Metropolitan Institute of Gerontology (TMIG), Kindai University
Faculty of Medicine (Kindai) and Shimadzu-Tanaka lab. The subjects of the study are AD, nhon-AD dementia, mild
cognitive impairment (MCI) and healthy elderly controls (HC), and the target participant numbers are 100 and 300
for retrospective and prospective samples, respectively.

As the first year of a three-year project, we at first established a study protocol and then obtained approval of the

ethical committee for each institute. Then, we started to enroll participants.
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